One hundred patients who presented to the accident and emergency (A&E) department with an acute ankle sprain were entered into a study to determine the efficacy of topical ibuprofen cream by using a double-blind placebo controlled design in a single type of soft-tissue injury. The subjects were given either topical ibuprofen cream or a placebo cream in addition to the standard management of the department. Patients kept diaries recording walking ability and pain visual analogue scales for resting, standing and walking. A total of 51 patients returned diaries that were suitable for analysis. Patients using the topical ibuprofen cream had significant reduction in pain scores over the first 48 h of treatment.
INTRODUCTION
Non-steroidal anti-inflammatory drugs (NSAIDs) are known to have a beneficial therapeutic effect for acute soft-tissue injuries,1 but systemic administration can be associated with side-effects. Many topical preparations of NSAIDs have become available in recent years with the promise of efficacy coupled with improved tolerableness. The purpose of this study was to evaluate the efficacy of topical ibuprofen in a single injury type (acute ankle sprain) using a double-blind, placebo controlled design. The chosen outcome measures were relief of symptoms and return to normai function. Although these are subjective they are also most relevant clinically. without a prescription. The randomization of treatment was carried out by Zyma, and the tubes were dispensed from the hospital pharmacy who held a record of the codes. Subjects were given written instructions to apply the cream in a dose of four inches four times daily. They were also given a supply of paracetamol tablets to use if necessary as rescue medication. Subjects were asked to keep a daily diary of symptoms until they were recovered. They were given two diary booklets lasting 1 week each. They were asked to return to the A&E department for review if they still had any symptoms after 2 weeks, or earlier if concerned. The diaries contained simple tick boxes asking about function, use of ice, tubigrip, and paracetamol, and also three visual analogue scales measuring their pain at rest, standing and walking. Reply-paid envelopes were provided for returning each week's diary. The diaries contained a page of specific advice on self-management of their injury -rest and regular icing for 48 hours, and then walking encouraged with regular exercises to be performed.
RESULTS
One hundred patients were entered into the trial and randomized to one or other treatment group, with 51 treated with Proflex, and 49 with placebo. Six subjects were excluded (three presented more than 24h after injury, two had missing forms, and one appeared twice). Fifty-five subjects returned diaries (55%) including four of the excluded subjects, leaving 51 subjects suitable for analysis (26 on Proflex and 25 on placebo). Table 1 shows the characteristics of the groups at randomization, and those eligible for analysis. At both stages the groups appear to be homogeneous.
The means of the three visual analogue scales, and of the total of all three, are shown in Fig. 1 . The Bonferroni adjustment to t-tests was used for seven comparisons between the two groups. The difference between the two groups is significant (P < 0.05) over the first 48 h of treatment (i.e. days 2 and 3), and the significance is maintained when the figures are adjusted for the difference in initial pain scores by using day 1 values as a covariate (Table 2) .
Patients recorded their walking ability on a four point scale ('I can walk and run comfortably', 'walking is comfortable except on uneven ground', 'I am comfortable standing, but walking is uncomfortable', 'taking weight on my ankle is uncomfortable'). Figure  2 shows improvement in walking ability over the first 7 days. Although there is possibly a more rapid improvement in function in the Proflex goup the difference is not significant using the Chi-squared test.
There was no significant difference in the use of rescue medication (paracetamol). Subjects were asked to apply the cream four times daily until recovered. Figure 3 shows the frequency of cream application, with a fairly rapid fall off in compliance. There was no difference in frequency of application between the two groups.
Patients' comments were recorded. The only side- injuries. They are effective analgesics and can therefore help early return of function. Evidence for the efficacy of NSAIDs in this situation is mixed. In a review of 35 papers on the clinical effects of NSAIDs1 only 15 used a placebo group, of which eight studied a single injury type. Four of these eight studies showed a significant benefit from treatment.
In some studies various objective measures such as degree of swelling, range of movement, degree of tenderness have been measured. The view was taken that these measures were often of doubtful clinical relevance, and that although functional impairment and degree of pain were subjective they represented the goals of treatment.
One study of oral ibuprofen in the treatment of 61 acute ankle sprains showed no significant benefit over placebo. 
